Results. The ages of the 21 patients enrolled in the study (16 men and 5 women) ranged from 52 to 87 years (mean age, 72.9 years). One patient failed to return for the second visit and was excluded from the study.
All 20 patients who completed the study (16 men and 4 women; aged from 52 to 86 years) developed inflammation at the sites of AK and had excellent resolution of most AKs. At baseline, 1 patient was judged to have mild seborrheic dermatitis, and 11 patients were judged to have marked evidence of seborrheic dermatitis. Eight patients had no seborrheic dermatitis. Eleven of the 12 patients with seborrheic dermatitis at baseline (92%) developed an inflammatory response at these sites after 2 weeks of treatment with topical fluorouracil (Figure 1 and Figure 2) . None of the eight patients without seborrheic dermatitis demonstrated inflammation in the seborrheic distribution (0%). The Fisher exact test demonstrated that the difference between these data sets was statistically significant (PϽ.001). The severity of the reaction in the seborrheic distribution was quite variable. The patient with seborrheic dermatitis who did not develop an inflammatory response to topical fluorouracil was judged to have a mild case of seborrheic dermatitis at baseline. The inflammatory response resolved in all patients 2 weeks after treatment was discontinued, leaving only mild postinflammatory erythema.
Comment. The epidermis in both AKs and areas of active seborrheic dermatitis proliferates rapidly. These keratinocytes serve as prime targets for the effects of topical fluorouracil, which inhibits DNA synthesis by inhibiting thymidylate synthetase. 2 In fact, anecdotal reports suggest that topical fluorouracil can inflame the skin of the nasomesial (nasolabial), retroauricular, eyebrow, and glabellar areas in patients with active seborrheic dermatitis just as it does in AKs.
3 Systemic fluorouracil has also been shown to exacerbate seborrheic dermatitis. 4 One textbook mentions that an intense irritant dermatitis is prone to occur in the chin, glabella, and nasolabial folds in patients exposed to fluorouracil. 5 To our knowledge, this is the first prospective study to demonstrate that topical fluorouracil exacerbates preexisting seborrheic dermatitis when used to treat AKs. This is unlikely to be a nonspecific irritant reaction because inflammation is absent in the seborrheic distribution in patients without preexisting seborrheic dermatitis. Furthermore, irritants such as topical tretinoin do not preferentially affect the seborrheic distribution. Finally, reports of systemic fluorouracil inflaming seborrheic dermatitis confirm that this is not a local irritant effect. 4 Though delayed hypersensitivity to topical fluorouracil has been described, the presence of inflammation only in the seborrheic distribution and at sites of AK argues against an allergic contact dermatitis.
It is possible that pretreatment of seborrheic dermatitis with topical fungal "azole" drugs may minimize the inflammation that occurs in the seborrheic distribution in these patients. At a minimum, patients can be warned to expect inflammation to occur in areas of seborrheic dermatitis as well as in clinical and subclinical AKs.
The limitations are obvious in this observational study of 20 patients from a single office-based clinical practice. This study design was chosen because the presence or absence of inflamed AKs would have made it immediately obvious in a randomized, placebo-controlled study which group was being treated with a placebo.
Recognizing the possibility of bias in a nonblinded study, we assert that the validity of the results is strengthened because the findings were not subtle. There is a possibility that subjects developed inflammation at sites of preexisting seborrheic dermatitis following topical fluorouracil because of a confounding variable. However, all subjects denied the concurrent use of any other topical medications, and no other exposure unique to patients with seborrheic dermatitis was suspected. None of the patients had preexisting contact dermatitis or atopic eczema. 
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